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© The present invention consists of an antiallergy agent and a process for the production thereof. And it is 
produced by combination of proteins, lipids, carbohydrates, vitamins and mineral as main ingredients with 
glutamine. Preparative compositions can be tablets or nutritional compositions such as infant iformula. Glutamine 
can be the free form of glutamine, the peptide form of glutamine or hydrolysates from natural materials. The 
combined amount of glutamine is preferable more than 30 mg weight % by solid conversion. 

The preparative compositions of the present invention is useful for the prevention of allergy, especially, 
infantile allergy or the treatment thereof. 
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Field of the Invention 

The present invention relates to an antiallergy agent containing glutamine as an active ingredient and a 
process for the production thereof. 

The antiallergy agent in the present invention can be used as an oral pharmaceutical, a nutritional 
composition or, especially, a nutritional composition for infants and is useful for the prevention of the 
induction of allergic disease in infancy and the treatment thereof. 

Background of the Invention 

It is thought that a nutritional composition for infants can not make infants grow as well as infants 
breast-fell unless they ingest more protein, because it has a different ingredient composition from that of 
breast milk and its amino acid balance is inferior to that of breast milk. 

However, if protein ingestion exceeds the protein requirement excessive amino acids ingested have to be 
metabolized, which leads to giving heavy burdens to infants. Consequently, they not only suffer from 
impairments such as fever, coma, diarrhea, edema, metabolic acidosis and so on, but also have other 
problems such as elevation of blood-urea level, increase of excretion of phenolic derivatives into urine and 
abnormal physiological metabolism iin infants. 

Therefore, for example, the protein content of powder milk for infants has been tried to be lowered as low 
as that of breast milk. In consequence, there is a report saying that weight gain of infants ilngesting such a 
milk as described above was less than that of infants breast-fed, which suggests that the protein content of 
powder milk for infants on the present market has reached the lower limit. 

Accordingly, it is known that infants breast-fed grow very well in spite of the lower protein content of breast 
milk than that of a nutritional composition for infants. 

From this, it is expected that there is something more than good protein quality of breast milk and the 
suitable amino acid composition for the healthy growth of human being. We estimated the nitrogen 
requirement and the energy requirement in infants considering the bioavailability of protein and it is 
suggested that it is clearly limitative by calculation to maintain healthy growth of infants only by adjusting 
the protein content of a nutritional composition for infants to the same as that of breast milk. 
Protein is a nutrient supplying nitrogen source necessary for a living body and the nitrogen source in breast 
milk contains non protein nitrogen besides protein. 

It was clarified that breast milk usually contained 300 - 8,300 ug /100 ml of glutamine as one of non protein 
nitrogen ingredients (Japanese Journal of Pediatric Gastroenterology and Nutrition, vol. 5, 209, 1991). 

However, even, though glutamine is added into a nutritional composition for infants in order for its 
content to be close to the glutamine content of breast milk, there is still a problem that, due to the 
instability of glutamine against heat, added glutamine will change into a nutritional physioBogically inactive 
ingredient cyclised by heating treatment for sterilization in a production process. 

Accordingly, it is possible to solve the above nutritional physiological problem in the field of artificial 
nutrition by the addition of glutamine to nutritional compositions keeping its activity, that is,- not only by 
supplying a nutritional nitrogen source as a non protein nitrogen ingredient but also by tine addition of a 
physiological effect characteristic to glutamine thereto. 

In addition, the recent high incidence of allergic disease has lead to a social problem as the number of 
allergic patients has increased. Especially food allergy which infants and children frequently suffer from 
became concerned by many people together with atopic dermatitis and infantile asthma. 

Though the mechanism of the induction of food allergy symptoms varied, it is principally thought that 
food allergy is induced by the invasiion of allergen having antigenecity (antigen) to living bodies through the 
undeveloped digestive tract mucosa of infants. 

For the prevention or the treatment of food allergy like this, dietary restriction is most generally 
observed for infants not to take allergen. 

However, among food ingredients with allergen like this, there are many high quality of proteins such as 
egg or milk. And it was clarified that malnutrition affected normal healthy growth when' such dietary 
restriction was carried out during the growing age. And it is also suggested recently that allergic reaction 
will not be induced if even protein with allergen are skillfully ingested by decreasing its amount. 

Additionally from the points of view of preventing allergy and of improving bioavailability, infant formula 
wherein protein is preliminary digested beforehand is sold on the market. 

However, because the unstability of glutamine to heat is not cared at all, there is a pro-blem that a free 
form of glutamine derived from protein in a production process will lose activity during a heating treatment 
process. 
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In a usual amino acid analysis, both of glutamine and glutamic acid are determined as glutamic acid, so 
that it could not be understood to what extent the glutamine content of a product decreased during a 
production process. For example, the glutamic acid content (containing glutamine) of powder milk for infants 
sold on the recent market was determined and the results are as follows: 





powder milk for infants (per 100g) mg 


infant formula (per 100ml) mg 


A company's 


2818 


395 


B company's 


2344 


305 


, C company's 


2300 


322 
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25 



30 
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40 
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50 
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However, the present inventorr separately determined glutamine and glutamic acid contained in protein- 
hydrolyzed infant formula combined with nutritional compositions, especially with enzymatic hydrolysate of 
milk protein and surprisingly found that the glutamine content of the products was fairly low. 

Additionally it was reported that the concentration of glutamine in the plasma of infants fed infant 
formula extended with non protein nitrogen ingredients from enzymatically hydrolyzed milk protein was 
lower than that in the plasma of infants fed normal infant formula by the determination of free form of amino 
acids (Japanese Journal of Pediatric Gastroenterology and Nutrition, vol. 7, 53, 1993). 

Glutamine is thought to be consumed as a nutrient in intestinal epithelium cellls and not to be 
transferred into blood. However, because the difference of the concentration of glutanmine in the plasma 
between the two groups was clarified, it is thought that glutamine will lose its activity or change its property 
by heating treatment during a production process in the case of nutritional compositions with protein 
received preliminary enzymatic hydrolysis. 

Glutamine is also thought to be an important ingredient of intravenous nutrient because it can rapidly 
heal wounds after an operation and the nutritional composition and clysis combined with glutamine were 
disclosed (JP 21 1 9762, JP 3264525). 

In addition, techniques using a free form of or a peptide form of glutamine were developed as effective 
ingredients of intraintestinal nutrient ingested after the operation of intestinal tract for expecting physiologi- 
cal action of repressing degeneration of digestive tract mucosa (JP 5236909). 

Further it was disclosed that infant formula were combined with non protein nitrogen ingredients (JP 
3240437) but neither the free form of glutamine nor the peptide form of glutamine contained in non protein 
nitrogen ingredients disclosed therein. 

The nutritional compositions, in the free form of glutamine or the peptide form of glutamine are added, 
have not been known so far, which means that there has been neither research on the function and efficacy 
of glutamine for infants other than its being non essential amino acid nor knowledge aboutt these. 

From the point of view like this, the present inventors thought it very important not only nutritionally but 
also immunologically to clarify trve physiological function or efficacy of glutamine, especially its action for 
infants, had studied on glutamine, found that glutamine had an antiallergy action and made it possible to 
provide the antiallergy agents containing glutamine as the active ingredient, especially the antiallergy 
nutritional compositions combined! and enriched with glutamine. 

The present inventors found that glutamine augmented the protein efficiency ratio in infants and showed 
an antiallergy effect, which resulted in the accomplishment of the present invention. 

Summary of the Invention 

Accordingly, the object of the present invention is to provide antiallergy agents containing glutamine as 
the active ingredient. 

Other object of the present invention is to provide antiallergy nutritional compositions containing 
proteins, lipids, carbohydrates, vitamins and minerals as main ingredients together with gliutamine. 

Additionally, other object of the present invention is to provide process for the production of antiallergy 
agents characterized by the addition of glutamine. 

Infant formula in the present specification and claims means milk powder which is prepared for infants. 

Powder milk for infants in the present specification and claims means liquid milk which is prepared for 
infants. 
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* Detailed Description of the Invention and the Referred Embodiments 

Glutamine in the present invention can be not only a free form of glutamine, but also a peptide form of 
glutamine as the main composing amino acid, or a peptide form of glutamine obtained by enzymatic 
5 hydrolysis of proteins containing a large amount of glutamine such as gluten. 

The antiallergy agents of the present invention can be used in a form of oral pharmaceutical 
compositions such as tablets, capsules, granules, powders, drinks and so on or in a form of nutritional 
composition. 

As nutritional compositions, especially a form of nutritional composition for infants is preiferably used. 
70 Composing ingredients of this composition are proteins, lipids, carbohydrates, vitamins and minerals as 

main ingredients other than glutamine. 

The oral pharmaceutical compositions of the present invention can be formed in an appropriate form by 

combination with pharmaceutical components used usually as pharmaceutical compositions such as 

extenders, excipients, binders, lubricants and so on or can be used as solutions. 
75 And as nutritional compositions, especially nutritional compositions for infants, infant formula, hydrolyz- 

ed infant formula, follow-up milk, specific nutritional infant formula and dried-pulverized powder milk for 

infants can be exemplified. 

The nutritional compositions of the present invention contain proteins, lipids, carbohydrates vitamins 

and minerals as main ingredients together with glutamine therein. 
20 Glutamine to be added can be a free form of glutamine, a peptide form of glutamine or a mixture of the 

both forms of glutamine. As described before, these glutamine can be a free form of glutannine sold on the 

market (for example, L-glutamine of Kanto Kagaku), a peptide form of glutamine sold on the market which 

are obtained by enzymatic hydrolysfis of wheat gluten (for example EP [Amano] W-2 of Amanp Seiyaku) or, 

for example, a peptide form of glutamine prepared by the following method: 
25 As disclosed in Japanese laid open publication 5-236909 (1993) gluten of wheat protein or zein of corn 

protein is hydrolyzed by proteolytic enzymes and peptide fractions are collected after the removal of free 

amino acids. 

Among glutamines described above, the peptide form of glutamine is comparative resistant to heating 
treatment but the free form of glulamine is not resistant to heating and will be inactivated by heating 
30 treatment during production process- 
Therefore, when the free form of glutamine is used, it is added to the final products after heating 
treatment of other raw materials. Especially, when products are dried and pulverized, powder-powder mixing 
is preferable. 

Glutamine is added so that a nutritional composition contains more than 30 mg weight % of glutamine 
35 by solid. 

The nutritional compositions obtained as described above can augment protein efficiency ratio in infants 
and prevent allergy. As it is clear firom the examination example 3 as described later, the mechanism of 
action isthought that the permeabiBity of allergenic substances will decrease by the differentiation and 
maturation of digestive tract mucosa with glutamine, resulting in making allergic reactions difficult to take 
40 place. 

It is difficult to obtain the effects of the present invention when the glutamine content 5s lower than 30 
mg weight % in the nutritional compositions by solid. 

In addition, the daily glutamine intake is preferably 200 - 2000 mg for adults and 20 - 2000 mg for 
infants. 

45 As protein, composing the nutritional compositions of the present invention, any protein which is usually 

used in nutritional compositions, for example, milk protein, hydrolyzed milk thereof treated with enzymes, 

egg protein, soybean protein and so on can be exemplified. 

As carbohydrates, starch, soluble polysaccharide, dextrin, sucrose, lactose, maltose, glucose or artificial 

sweeteners and so on can be exemplified, 
so As lipids, oils and fats derived from animals and plants such as, butter, lard, fish oil, palm oil, soybean 

oil. safflower oil, rapeseed oil, coconut oil and so on can be exemplified. Any edible oil or fat can be 

exemplified. 

As vitamins, one or more species of any vitamin can be appropriately selected from the group 
consisting of, for example, vitamin A, B vitamins, vitamin C, vitamin D, vitamin E, K vitamins and so on. 
55 As minerals, calcium, magnesium, potassium, sodium or others can be exemplified. 

The nutritional compositions of the present invention can be produced, for example, by mixing or 
combining glutamines as described above with proteins, carbohydrates, lipids, vitamins minerals and other 
ingredients in a usual way, followed by the heating treatment for sterilization. 
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However, in the case of the "free form of glutamine, it is preferable that they are mixed or combined 
after the heating treatment for sterilization. 

Additionally these nutritional compositions can be formed in a liquid state or in a pulverized state. 

The nutritional compositions obtained in this way show high protein efficiency ratio and an antiallergic 
5 effect when infants take them. 

As for conventional nutritional compositions, there has been no technical conception of combining 
glutamine from the point of view of preventing allergy. 

In contrast in the present invention the function and the efficacy of glutamine for intrants were clarified 
and the combination of the free form of glutamine or the peptide form of glutamime with nutritional 
10 compositions can augment protein efficiency and prevent allergy. 

Therefore, when infants take the antiallergy agents of the present invention, especially the antiallergy 
compositions, the following effects can be exemplified. 

1) Healthy growth (weight gain) can be obtained in spite of low protein content thereof. 

2) The protein content thereof can be the same as that of breast milk, resulting in lightening the burden 
75 of amino acid metabolism of infants. 

3) Allergy can be prevented because the invasion of allergens into living bodies can be prevented. 
Examination examples to confirm the effects of the nutritional compositions of the» present invention 

containing glutamine are illustrated as follows: 

Protein efficiency is evaluated by amino acid score calculated from composing amino acid compositions, 
20 chemical score calculated in the same way as above, PER (weight gain method) calculated from animal 
growth (weight gain), biological value (BV) calculated from nitrogen balance or NPU calculated in the same 
ways as BV. 

Among these parameters, amino acid score and chemical score are calculated by a method to compare 
amino acid composition of an object protein with that of the whole egg protein or with that of breast milk 
25 protein as an ideal amino acid composition. And it is very convenient to evaluate these scores by 
determining the composing amino acid compositions. 

However the evaluation by this method has problems such as follows: 
The ideal amino acid composition has extremely provisional properties. And the difference of bioavailability 
of object proteins is not considered. 
30 Then the present inventors evaluated PER of the nutritional compositions of the present invention by using 
rats. 

Examination example 1 

35 Protein Efficiency Ratio (PER) Examination 

(Preparation of the peptide form o1 glutamine) 

200 g of wheat gluten (Nakarai-Tesk) was dissolved in ethanol. The solution was added with stirring to 1 
40 % of acetic acid solution to be suspended. 

Gluten in the suspension was treated with molsin (protease type XIII, Sigma) at 37 *C for 24 hours and 
further with actinase (Kaken SeiyaJ<u) at 37 *C for 24 hours. During this treatment, more than 90 weight % of 
glutamine and glutamic acid remained as in peptide having molecular weight of less than 1000 and other 
amino acids such as valine, phenylalanine, isoleucine and so on became free forms of amino acids. These 
45 free amino acids were removed by the treatment with an ultrafiltration membrane whose cut-off molecular 
weight was 500 and 138 g of the mixed material of tetrapeptide and pentapeptide (gluten peptide) 
containing more than 40 weight % of glutamine was obtained. 

(Preparation of animal diets) 

50 

Animal diets for the examination were prepared by combining the following various types of foods with 
purified soybean oil as a lipid source, a-corn starch as carbohydrate source, cellulose as a food fiber 
source, mineral mixtures with AIN-76 composition and vitamin mixtures. 

1) Standard diet containing 20 weight % of milk casein, (hereinafter referred to standard diet) 
55 2) Low protein-diet containing 10 weight % of milk casein, (hereinafter referred to low protein diet) 

3) Diet containing 10 weight % of milk casein and 0.008 weight % of the peptide form of glutamine 
(hereafter in this paragraph referred to glutamine) prepared as described above (hereinafter referred to 
0.008 added diet) 
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4) Diet containing 10 weight % of milk casein and 0.08 weight % of glutamine (hereinafter referred to 
0.08 added diet) 

5) Diet containing 10 weight % otf milk casein and 0.8 weight % of glutamine (hereinafter referred to 0.8 
added diet) 

5 

(PER examination) 

As experimental animals, Wistar rats (male, 4 weeks of age; purchased from Charles-River) were used 
and divided into the following 5 groups so that each group had five rats and the same average body weight 
w after raising preliminarily for 5 days: 

1) Standard diet (hereinafter referred to standard diet group) 

2) Low protein diet (hereinafter referred to low protein diet group) 

3) 0.008 added diet (hereinafter referred to 0.008 added diet group) 

4) 0.08 added diet (hereinafter referred to 0.08 added diet group) 
75 5) 0.8 added diet (hereinafter referred to 0.8 added diet group) 

They were, fed powder ciiets containing the compositions as described above for 28 days. During the 
experimental raising, the diet intake and body weight of the experimental animals were daily weighed in 
principle. 

They were raised in stainless cages partitioned for single animal in a room with controlled lighting cycle 
20 of each 12 hours, controlled room temperature at 23 ± 2*C and controlled humidity at 55 ± 10 %. 

During the experiment the diets and water were freely taken. Comparing the body weight at the 
beginning of the experiments with that at 28 days after, it was confirmed that weight gain of the 0.08 added 
diet group and that of the 0.8 added diet group were excellent. The experimental results are shown in Table 
1 . The fundamental formula for the determination of PER is as follows: 
25 The fundamental formula for the determination of PER 

PER = weight gain (g)/protein intake (g) 

PER is weight gain(g) per 1 g of protein intake and means production efficiency of body composing 
30 components by protein ingested. 

Unless a significant change im body composition is observed, it can be evaluated as increasing 
efficiency of body protein. Additionally PER has a characteristic of being able to follow body weight 
changes for a long duration. 

35 Table 1 



The results of PER examination 




Diet ingested (g) 


Body weight gain (g) 


PER 


standard diet group 


402 ±26 


134.7 ±6.4 


1.68 ±0.65 


low protein diet group 


352 ±12 


97.4 ± 3.5 


2.76 ± O.20 


0.008 added diet group 


410 ± 15 


110.5 ± 4.5 


2.69 ±0.11 


0.08 added diet group 


396 ± 10 


125.2 ±3.0 


3.16 ± 0.09* 


0.8 added diet group 


430 ±9 


137.3 ±2.9 


3.19 ± 0.05" 


mean values ± standard deviation (n = 5) 



* significantly different from the low protein diet group (P<0.05) 



50 

Examination example 2 

Examination for the confirmation of the elevation of peptidase activity of intestinal tract mucosa. 

55 Small intestines were resected from the rats in the PER examination described above and intestinal 
brush-border membrane fractions were prepared according to the method of Kawakami and Lonnerdal (Am. 
J. Physiol. 261, G841, 1991). 
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By using Lys-Ala-MCA (Peptide Research Foundation) which is a peptide substrate conjugated with 7- 
amino, 4-methylcumarine (AMC> through amide-bond to carboxyl group of amino acid, activities of 
dipeptidyl aminopeptidase were determined. 

AMC separated by enzymatic reaction was determined by using a fluorometer (excitation wave length: 
5 380 nm, emission wave length: 440 nm). 

. As a result it was clarified that the enzymatic activity of the 0.08 added diet group and that of the 0.8 
added diet group were significantfly higher than that of the low protein diet group. The results are shown in 
Table 2. Determined values are expressed with relative values compared with the enzymatic activity of the 
intestinal brush-border membrane of the low protein diet group rats as 1 . 

70 

Table 2 



Enzymatic activities of intestinal brush-border membrane 




dipeptidy (aminopeptidase activities 


low protein diet group 


1 


0.008 added diet group 
0.08 added diet group 
0.8 added diet group 


1.2 ±0.5 
3.6 ± 0.9* 
3.9 ±1.2* 


mean values ± standard deviation (n 


= 5) 


* significantly different from the low protein diet group (P<0.05) 



25 

Examination example 3 

Examination of inhibitory effect on allergen invasion 

30 

Male Wistar rat suckling (14 days of age, n = 10, purchased from Charles-River) were divided into 
control group consisting of 5 rats and a group administered the peptide form of glutamfine consisting of 5 
rats. 

The sucklings of the control group were raised by breast-feeding as usual. Daily for a week (1 4 days - 
35 20 days after their birth), the sucklings of the group administered the peptide form of glutamine were orally 
administered 50 u\ of the peptide form of glutamine solution (1 mg/ml) prepared as described before by 
using micropipets. 

Each suckling was orally administered 100 ul of 0-lactoglobulin (0-Lg) solution (10 mg/ml) as an antigen 
on day 21 and the blood samples were taken after one hour and two weeks from the antigen administration. 
^ On the other hand, the 0-Lg solution was mixed with Freund's complete adjuvant to form an emulsion 
and the emulsion was subcutaneously injected into 3 sites of the skin (right dorsal, left dorsal and hip sites) 
in rabbits with 3 months of age <Japanese white species, male, purchased from Kitayama-rabes), so that 
anti- £-Lg antiserum was obtained!. 

The concentration of j3-Lg in the blood samples taken after one day from the antigen injection was 
determined by the sandwich ELISA method by using the antiserum described above as a primary antibody 
with a secondary antibody labeled -with horseradish peroxidase (PO) [The Japanese Journal of Pediatric 
Allergy and Clinical Immunology, 1, 36 (1987)]. 

And the concentration of anti- 0-Lg IgE jn the blood samples after 2 weeks from the antigen injection 
was determined by the ELISA (Nordic) method using j3-Lg and PO labeled anti-rat IgE amibody. As a result, 
5o the group administered the peptide form of glutamine showed lower reactivity to the antigen £-Lg in 
comparison with the control group. And it was clarified that glutamine had an antiallergy action. The 
determination results are shown in Table 3. 
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Table 3 





The result of the determination! of the concentration of j3-Lg and anti- 0-Lg antibody in the blood. 


5 




0-Lg (ng/ml) 


Anti- 0-Lg lgiE(ng/ml) 




control group 

group administered the 

peptide form of glutamine 


30.6 ± 15.6 
5.7 ± 2.9 


450.8 ± 108.6 

126.9 ± 86.5* 


70 


mean values ± standard deviation (n = 5) 



* significantly different from the control group (P<0.05) 



The present invention is further explained by the following examples but the scope of present invention 
75 is not restricted by these examples. 

Example 1. 

(Preparation of the peptide form of glutamine) 

20 

200 g of wheat gluten (Nakarai-Tesk) was dissolved in ethanol. The solution was added with stirring to 1 
% of acetic acid solution to be suspended. 

Gluten in the suspension was treated with molsin (protease type XIII, Sigma) at 37 *C for 24 hours and 
further with actinase (Kaken Seiyaku) at 37 # C for 24 hours. During this treatment, more than 90 weight % of 
25 glutamine and glutamic acid remained as in peptide having molecular weight of Jess than 1000 and other 
amino acids such as valine, phenylalanine, isoleucine and son on became free forms of amino acids. These 
free amino acids were removed by the treatment with an ultrafiltration membrane whose cut-off molecular 
weight was 500 and 138 g of the mixed material of tetrapeptide and pentapeptide (gluten peptide) 
containing more than 40 weight % of glutamine was obtained. 

30 

(Preparation of powder milk for infants) 

100 g of the peptide form of glutamine (glutamine content: 40 g) obtained as described above was 
dissolved in 700 kg of water with 78 kg of whey powder hydrolyzed enzymatically and 1 kg of vitamins and 
35 minerals. In addition, 23.9 kg of plaint oil was mixed into the above solution and homogenized, followed by 
sterilization, condensation and drying, so as to give 100 kg of powder milk for infants. 

The protein content of 100 g of the powder milk obtained as above was 13.0 g and the glutamine 
content thereof was 36 mg. The glutamine content was determined as the free form of glutamine by an 
amino acid analyzer (Hitachi, Model 835) after enzymatic hydrolysis of peptide or proteins according to the 
40 method of Hill and Schmidt (Journal of Biological Chemistry, 237, 389, 1962). 

Example 2. 

78 kg of whey powder hydrolyzed enzymatically was dissolved in 700 kg of water with 1 kg of vitamins 
45 and minerals. 

Further, 23.9 kg of plant oil was mixed with the solution above and homogenized, followed by 
sterilization, condensation and drying, so as to give 100 kg of powder milk for infants. This powder milk and 
40 g of the free form of glutamine (Kanto Kagaku L-glutamine) were mixed in a powder state. The glutamine 
content of the powder milk obtained as above was 40 mg/100 g. 

so 

Example 3. 

100 g of the peptide form of commercially available glutamine [Amano Seiyaku EP (Aniano) W-2] was 
dissolved in 700 kg of water with 78 kg of whey powder hydrolyzed enzymatically and 1 kg of vitamins and 
55 minerals. 

Further, 23.9 kg of plant oil was mixed into the above solution and homogenized, followed by 
sterilization, condensation and drying, so as to give 100 kg of powder milk for infants. The protein content of 
100 g of the powder milk obtained as above was 13.0 g and the glutamine content thereof was 33 mg. 
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Example 4. 

The peptide form of glutamine prepared in example 1 was dried, pulverized and filled in soft capsules 
as an antiallergy agent so that each capsule should contain 500 mg of glutamine. 

5 

Claims 

1. An antiallergy agent containing glutamine as an active ingredient. 

10 2. The antiallergy agent according to claim 1 , wherein said glutamine is free glutamine. 

3. The antiallergy agent according to claim 1 , wherein said glutamine is a peptide containing glutamine as 
main composing amino acid. 

75 4. The antiallergy agent according to claim 1 to 3 in a form of oral administration. 

5. The antiallergy agent according to claim 1 to 4 in a form of nutritional composition. 

6. The antiallergy nutritional composition according to claim 5 containing proteins, lipids, carbohydrates, 
20 vitamins and minerals as main ingredients with glutamine. 

7. The antiallergy nutritional composition according to claim 6 wherein it is a nutritiorual composition for 
infants. 

25 8. The antiallergy nutritional composition of claim 6 or 7 wherein it contains more than 30 mg weight % of 
glutamine by solid conversion. 

9. A process for the production of antiallergy. agents characterized by combination with glutamine.* 

30 10. A process for the production of antiallergy nutritional compositions wherein combined feedstocks 
containing proteins, lipids, carbohydrates, vitamins and minerals as main ingredients are combined with 
the free form of glutamine after heating treatment. 
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